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L6 ANSWER 1 OF 3 8 USPATFULL on STN 

TI In- situ formed intervertebral fusion device and method 

AB An orthopedic device for implanting between adjacent vertebrae 

comprising: an arcuate balloon and a hardenable material within said 

balloon. 

In some embodimnents , the balloon has a footprint that substantially 
corresponds to a perimeter of a vertebral endplate. An inflatable device 
is inserted through a cannula into an intervertebral space and oriented 
so that, upon expansion, a natural angle between vertebrae will be at 
least partially restored. At least one component selected from the group 
consisting of a load-bearing component and an osteobiologic component is 
directed into the inflatable device through a fluid communication means. 
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L6 ANSWER 2 OF 3 8 USPATFULL on STN 

TI Transdiscal administration of specific inhibitors of P38 kinase 

AB The present invention relates to injecting a high specificity p38 kinase 

inhibitor into a diseased intervertebral disc. 
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TI 
AB 



Transdiscal administration of high affinity anti-MMP inhibitors 

The present invention relates to injecting a high affinity antagonist of 

MMPs into a diseased intervertebral disc. 
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L6 ANSWER 4 OF 3 8 USPATFULL on STN 

TI Computer system and methods for producing morphogen analogs of human 

TDF-1 

AB The invention disclosed herein provides methods and compositions for the 

computer-assisted design of morphogen analogs. Practice of the invention 
is enabled by the use of at least a portion of the atomic co-ordinates 
defining the three-dimensional structure of human transformation and 
differentiation factor-1 (hTDF-1) as a starting point in the design of 
the morphogen analogs. In addition, the invention provides methods for 
producing morphogen analogs of interest, and methods for testing whether 
the resulting analogs mimic or agonize human TDF-l-like biological 
activity. The invention also provides a family of morphogen analogs 
produced by such methods. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Computer system and methods for producing morphogen 
analogs of human TDF-1 
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L6 ANSWER 5 OF 3 8 USPATFULL on STN 

TI Mutations of the C- terminal portion of TGF-p superfamily proteins 

AB The invention provides modified proteins and DNAs of the TGF-p 

superfamily including modified morphogenic proteins. The proteins of the 
present invention display altered biological or biochemical attributes. 
Specifically, the modified proteins are designed through substitutions 
of amino acids in the finger 2 sub-domain or exchanges of all or part of 
the finger 2 sub -domain of one TGF-p superfamily member with the 
finger 2 sub-domain of another TGF-p superfamily member. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
L6 ANSWER 6 OF 3 8 USPATFULL on STN 

TI Morphogen analogs of bone morphogenic proteins 

AB The present invention relates to morphogen analogs, particularly analogs 

of a BMP, such as OP-1, that are agonists or 
antagonists of a BMP, such as OP-1, biological 
activity. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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L6 ANSWER 7 OF 3 8 USPATFULL on STN 

TI Single chain analogs of the TGF-beta superfamily (morphons) 

AB Disclosed are a family of single-chain polypeptide constructs designed 

to agonize or mimic members of the TGF-p superfamily by binding to 
a cell surface receptor complementary to the superfamily member. The 
single-chain constructs of the invention called "morphons" contain in a 
single biologically active subunit interacting finger and heel regions 
which together define a tertiary protein structure complimentary to the 
ligand binding surface of a receptor that binds a TGF-p superfamily 
member. Also disclosed are truncated versions of the morphon constructs. 
Methods are disclosed for making and using single-chain morphons that 
have binding affinity for predetermined receptors of the TGF-p 
superfamily. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L6 
TI 
AB 



ANSWER 8 OF 3 8 USPATFULL on STN 

Metal reinforced biodegradable intraluminal stents 

The present invention provides an intraluminal stent comprising a 



metallic reinforcing component and a biodegradable polymeric material 
covering at least a portion of the metallic reinforcing component. The 
metallic reinforcing component provides structural reinforcement for the 
stent, but this reinforcement is insufficient, in the absence of the 
biodegradable polymeric material, to provide a stent capable of 
maintaining patency of a lumen upon implantation of the stent into the 
lumen. One advantage of the present invention, among others, is that a 
stent is provided in which reduced amounts of metallic component remain 
after degradation of the biodegradable polymeric material covering, in 
turn reducing the incidence of metal-associated adverse events that 
frequently follow implantation. 
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L6 ANSWER 9 OF 3 8 USPATFULL on STN 

TI Methods and compositions for the treatment and prevention of parkinson's 

disease 

AB Disclosed are therapeutic treatment methods, compositions and devices 

for maintaining neural pathways in a mammal, including enhancing 
survival of neurons at risk of dying, inducing cellular repair of 
damaged neurons and neural pathways, and stimulating neurons to maintain 
their differentiated phenotype. In one embodiment, the invention 
provides means for stimulating CAM expression in neurons. The invention 
also provides means for evaluating the status of nerve tissue, including 
means for detecting and monitoring neuropathies in a mammal . The 
methods, devices and compositions include a morphogen or 
morphogen- stimulating agent provided to the mammal in a therapeutically 
effective concentration. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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L6 ANSWER 10 OF 3 8 USPATFULL on STN 

TI Shaped particle comprised of bone material and method of making the 

particle 

AB A shaped particle for use in an array of interlocking particles to 

repair, replace, improve or augment a bone deficiency is provided. The 
particle is comprised of bone material and, in a preferred embodiment, 
has six extremities, and the interstitial spaces between the extremities 
of one particle accept the extremities of an adjacent particle in an 
array. In a preferred embodiment, the bone material is demineralized 
bone material. In some embodiments, the particle is suspended in a 
material that facilitates application of the particle to bone, and the 
material may contain biological factors that augment bone growth or 
prevent infection. 
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Shaped particle comprised of bone material and method 
of making the particle 
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L6 ANSWER 11 OF 3 8 USPATFULL on STN 

TI Cartilage repair and regeneration device and method 

AB A method for the repair of a cartilagenous tissue defect, a cartilage 

repair device and a method of making a cartilage repair device are 



disclosed. In the method for the repair of a cartilagenous tissue 
defect, a device comprising a scaffold, for example an extracellular 
matrix material, is implanted into the defect, and a biological 
lubricant is administered to the defect. The device comprises a 
scaffold, for example a naturally occurring extracellular matrix 
material, and a biological lubricant. 



ACCESSION NUMBER: 
TITLE : 
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Cartilage repair and regeneration device and method 
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L6 ANSWER 12 OF 3 8 USPATFULL on STN 

TI Methods for enhancing functional recovery following central nervous 

system ischemia or trauma 

AB The present invention provides methods and compositions for treatment of 

mammals afflicted with an ischemic or traumatic injury of the central 
nervous system. The present invention capitalizes in part upon the 
discovery that administration of a morphogen to such a mammal provides 
significant improvement in central nervous system function, even when 
administered after central nervous system tissue has been damaged. The 
methods involve the administration of dimeric proteins defined as 
morphogens, inducers of these morphogens, or agonists of the 
corresponding morphogen receptors, or implantation of cells stimulated 
by exposure to the morphogens . The proteins defined as morphogens 
comprise a structurally and functionally distinct family within the 
TGF-p superfamily. Osteogenic protein-1 ( OP-1) is 

considered to be an exemplary and preferred member of this morphogen 
family. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
L6 ANSWER 13 OF 3 8 USPATFULL on STN 

TI Methods and compositions for the treatment and prevention of Parkinson's 

disease 

AB Disclosed are therapeutic treatment methods, compositions and devices 

for maintaining neural pathways in a mammal, including enhancing 
survival of neurons at risk of dying, inducing cellular repair of 
damaged neurons and neural pathways, and stimulating neurons to maintain 
their differentiated phenotype . In one embodiment, the invention 
provides means for stimulating CAM expression in neurons. The invention 
also provides means for evaluating the status of nerve tissue, including 
means for detecting and monitoring neuropathies in a mammal . The 
methods, devices and compositions include a morphogen or 
morphogen-stimulating agent provided to the mammal in a therapeutically 
effective concentration. 
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Morphogen treatment for chronic renal failure 

The present invention provides methods for the treatment, and 



pharmaqeuticals for use in the treatment; of mammalian subjects at risk 
chronic renal failure, or at risk of a need for renal replacement 
therapy. The methods involve the administration of certain morphogens, 
inducers of those morphogens, or agonists of the corresponding morphogen 
receptors, or implantation of renal cells induced with those morphogens. 
The morphogens useful in the invention include osteogenic protein- 1 ( 
OP-1) and other members of the OP-1 subfamily of the 
TGF-p superfamily of growth factors. 
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TI Single chain analogs of the TGF-p superfamily (morphons) 

AB Disclosed are a family of single-chain polypeptide constructs designed 

to agonize or mimic members of the TGF-p superfamily by binding to 
a cell surface receptor complementary to the superfamily member. The 
single-chain constructs of the invention called "morphons" contain in a 
single biologically active subunit interacting finger and heel regions 
which together define a tertiary protein structure complimentary to the 
ligand binding surface of a receptor that binds a TGF-p superfamily 
member . Also disclosed are truncated versions of the morphon 
constructs. Methods are disclosed for making and using single-chain 
morphons that have binding affinity for predetermined receptors of the 
TGF-p superfamily. 
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TI Terminally sterilized osteogenic devices and preparation thereof 

AB Disclosed are terminally sterilized osteogenic devices for implantation 

into a mammal. The devices contain a combination of a biologically 
active osteogenic protein and an insoluble carrier which after 
being combined are sterilized by exposure to ionizing radiation, for 
example, by exposure to gamma rays or an electron beam. The terminally 
sterilized devices of the invention are characterized in that they 
induce bone formation following implantation into a mammal. Also 
disclosed is a method for inducing bone formation in a mammal by 
implanting a terminally sterilized device of the invention into a 
preselected locus in a mammal. Also disclosed is a method for preparing 
the terminally sterilized device of the invention. 
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TI Terminally sterilized osteogenic devices and preparation thereof 

AB Disclosed are terminally sterilized osteogenic devices for implantation 

into a mammal. The devices contain a combination of a biologically 
active osteogenic protein and an insoluble carrier which after 
being combined are sterilized by exposure to ionizing radiation, for 
example, by exposure to gamma rays or an electron beam. The terminally 
sterilized devices of the invention are characterized in that they 
induce bone formation following implantation into a mammal. Also 
disclosed is a method for inducing bone formation in a mammal by 
implanting a terminally sterilized device of the invention into a 
preselected locus in a mammal. Also disclosed is a method for preparing 
the terminally sterilized device of the invention. 
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TI Method for enhancing functional recovery following central nervous 

system ischemia or trauma 

AB The present invention provides methods and compositions for treatment of 

mammals afflicted with an ischemic or traumatic injury of the central 
nervous system. The present invention capitalizes in part upon the 
discovery that administration of a morphogen to such a mammal provides 
significant improvement in central nervous system function, even when 
administered after central nervous system tissue has been damaged. The 
methods involve the administration of dimeric proteins defined as 
morphogens, inducers of these morphogens, or agonists of the 
corresponding morphogen receptors, or implantation of cells stimulated 
by exposure to the morphogens. The proteins defined as morphogens 
comprise a structurally and functionally distinct family within the 
TGF-p superfamily. Osteogenic protein-1 ( OP-1) is 

considered to be an exemplary and preferred member of this morphogen 
family. 
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TI Soluble morphogenic protein complex compositions of matter 

AB Disclosed are novel compositions of morphogenic proteins constituting 

soluble forms of these proteins, antibodies that distinguish between 
soluble and mature forms, and method for producing these morphogenic 
proteins and antibodies. 
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TI METHODS AND COMPOSITIONS FOR THE TREATMENT OF MOTOR NEURON INJURY AND 

NEUROPATHY 

AB Disclosed are therapeutic treatment methods, compositions and devices 

for maintaining neural pathways in a mammal, including enhancing 
survival of neurons at risk of dying, inducing cellular repair of 
damaged neurons and neural pathways, and stimulating neurons to maintain 



their differentiated phenotype . In one embodiment, the invention 
provides means for stimulating CAM expression in neurons. The invention 
also provides means for evaluating the status of nerve tissue, including 
means for detecting and monitoring neuropathies in a mammal . The 
methods, devices and compositions include a morphogen or 
morphogen- stimulating agent provided to the mammal in a therapeutically 
effective concentration. 
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TI Methods and compositions for producing morphogen analogs 

AB The invention disclosed herein provides methods and compositions for the 

computer-assisted design of morphogen analogs. Practice of the invention 
is enabled by the use of at least a portion of the atomic co-ordinates 
defining the three-dimensional structure of human osteogenic protein- 1 
(hOP-1) as a starting point in the design of the morphogen analogs. In 
addition, the invention provides methods for producing morphogen analogs 
of interest, and methods for testing whether the resulting analogs mimic 
or agonize human OP- 1 -like biological activity. The invention 
also provides a family of morphogen analogs produced by such methods. 
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TI Treatment to prevent loss of and/or increase bone mass in metabolic bone 

diseases 

AB The invention is a treatment for increasing the bone mass or preventing 

bone loss in an individual afflicted with a bone disease which includes 
administering to the individual a morphogen in a therapeutically 
effective amount so as to maintain or stimulate bone formation. 
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TI Repair of larynx, trachea, and other fibrocartilaginous tissues 

AB Provided herein are methods and devices for inducing the formation of 

functional replacement nonarticular cartilage tissues and ligament 
tissues. These methods and devices involve the use of osteogenic 
proteins, and are useful in repairing defects in the larynx, trachea, 
interarticular menisci, intervertebral discs, ear, nose, ribs and other 
fibrocartilaginous tissues in a mammal. 
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TI Computer system and methods for producing morphogen analogs of human 

OP-1 

AB The invention disclosed herein provides methods and compositions for the 

computer-assisted design of morphogen analogs. Practice of the invention 
is enabled by the use of at least a portion of the atomic co-ordinates 
defining the three-dimensional structure of human osteogenic protein- 1 
(hOP-1) as a starting point in the design of the morphogen analogs. In 
addition, the invention provides methods for producing morphogen analogs 
of interest, and methods for testing whether the resulting analogs mimic 
or agonize human OP-l-like biological activity. The invention 
also provides a family of morphogen analogs produced by such methods. 
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L6 ANSWER 25 OF 3 8 USPATFULL on STN ^ 
TI 60A protein-induced morphogenesis 

AB Disclosed are methods of utilizing a morphogenically active fragment of 

60A protein to induce tissue morphogenesis, including methods for 
increasing a progenitor cell population in a mammal, methods for 
stimulating progenitor cells to differentiate and maintain their 
differentiated phenotype in vivo or in vitro, methods for inducing 
tissue -specific growth in vivo and methods for the replacement of 
diseased or damaged tissue in vivo. 
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TI Chitin hydrogels, methods of their production and use 

AB This invention is directed to the preparation and utilization of 

supplemented chitin hydrogels, such as chitosan hydrogels. Further 
provided are biomaterials comprising same. The particular supplement 
delivered by the chitin hydrogel is selected as a function of its 
intended use. In one embodiment, this invention provides a composition 
of matter, comprising a chitin hydrogel or chit in-derived hydrogel, 
wherein the hydrogel does not inhibit full -thickness skin wound healing. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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TI Single chain analogs of the TGF-p superfamily (morphons) 

AB. Disclosed are a family of single-chain polypeptide constructs designed 
to agonize or mimic members of the TGF-p superfamily by binding to 
a cell surface receptor complementary to the superfamily member. The 
single-chain constructs of the invention called "morphons" contain in a 
single biologically active subunit interacting finger and heel regions 
which together define a tertiary protein structure complimentary to the 
ligand binding surface of a receptor that binds a TGF-p superfamily 
member. Also disclosed are truncated versions of the morphon constructs. 
Methods are disclosed for making and using single -chain morphons that 
have binding affinity for predetermined receptors of the TGF-p 
superfamily. 
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TI Terminally sterilized osteogenic devices and preparation thereof 

AB Disclosed are terminally sterilized osteogenic devices for implantation 

into a mammal. The devices contain a combination of a biologically 
active osteogenic protein and an insoluble carrier which after 
being combined are sterilized by exposure to ionizing radiation, for 
example, by exposure to gamma rays or an electron beam. The terminally 
sterilized devices of the invention are characterized in that they 
induce bone formation following implantation into a mammal. Also 
disclosed is a method for inducing bone formation in a mammal by 
implanting a terminally sterilized device of the invention into a 
preselected locus in a mammal. Also disclosed is a method for preparing 
the terminally sterilized device of the invention. 
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Terminally sterilized osteogenic devices and preparation thereof 
Disclosed are terminally sterilized osteogenic devices for implantation 



into a mammal. The devices contain a combination of a biologically 
active osteogenic protein and an insoluble carrier which after 
being combined are sterilized by exposure to ionizing radiation, for 
example, by exposure to gamma rays or an electron beam. The terminally 
sterilized devices of the invention are characterized in that they 
induce bone formation following implantation into a mammal. Also 
disclosed is a method for inducing bone formation in a mammal by 
implanting a terminally sterilized device of the invention into a 
preselected locus in a mammal. Also disclosed is a method for preparing 
the terminally sterilized device of the invention. 
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TI Methods and compositions for multiple gene transfer into bone cells 

AB Disclosed are methods, compositions, kits and devices for use in 

transferring nucleic acids into bone cells in situ and/or for 
stimulating bone progenitor cells. Type II collagen and, particularly, 
osteotropic genes, are shown to stimulate bone progenitor cells and to 
promote bone growth, repair and regeneration in vivo. Gene transfer 
protocols are disclosed for use in transferring various nucleic acid 
materials into bone, as may be used in treating various bone-related 
diseases and defects including fractures, osteoporosis, osteogenesis 
imperfecta and in connection with bone implants . 
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TI Morphogen- responsive signal transducer and methods of use thereof 

AB A novel gene, DD-10, and its encoded polypeptide chain, DD-10, expressed 

during early onset of morphogen- induced mammalian tissue morphogenesis, 
now has been discovered. Accordingly, the invention identifies a new 
gene which is a novel biological marker of cell differentiation and 
tissue morphogenesis, particularly of chondroblast or osteoblast cell 
differentiation and bone tissue morphogenesis. Disclosed are: (a) 
methods and compositions for screening for and producing morphogen 
analogs; (b) novel morphogen analogs; (c) downstream inducers of 
morphogenesis; (d) a novel marker for evaluating morphogen or morphogen 
analog dosing; and (e) therapeutic methods and compositions using these 
analogs and/or downstream inducers . 
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ACCESSION NUMBER: 
TITLE : 

INVENTOR (S) : 



PATENT ASSIGNEE (S) 



1999 : 85291 USPATFULL 

Morphogen -responsive signal transducer and methods of 
use thereof 

Sampath, Kuber T., Holliston, MA, United States 
Takeda, Kohsuke, Ichikawa, Japan 
Ichijo, Hidenori , Tokyo, Japan 

Creative BioMolecules , Inc., Boston, MA, United States 
(U.S. corporation) 



NUMBER KIND DATE 



PATENT INFORMATION: 
APPLICATION INFO. : 



US 5928940 

US 1996-727118 



19990727 
19961008 



(8) 



NUMBER 



DATE 



PRIORITY INFORMATION: 
DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM; 
NUMBER OF DRAWINGS: 
LINE COUNT: 



19960924 (60) 



US 1996-25311P 
Utility 
Granted 
Campell, Bruce 
Testa, Hurwitz 
29 
1 

13 Drawing Figure (s); 13 Drawing Page(s) 
2733 



R. 

& Thibeault, 



LLP 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L6 ANSWER 32 OF 3 8 USPATFULL on STN 

TI Matrix for the manufacture of autogenous replacement body parts 

AB Disclosed are matrices, devices and methods for the manufacture of live 

autogenous skeletal replacement parts comprising plural different 

tissues . 
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TI Terminally sterilized osteogenic devices and preparation thereof 

AB Disclosed are terminally sterilized osteogenic devices for implantation 

into a mammal. The devices contain a combination of a biologically 
active osteogenic protein and an insoluble carrier which after 
being combined are sterilized by exposure to ionizing radiation, for 
example, by exposure to gamma rays or an electron beam. The terminally 
sterilized devices of the invention are characterized in that they 
induce bone formation following implantation into a mammal. Also 
disclosed is a method for inducing bone formation in a mammal by 
implanting a terminally sterilized device of the invention into a 
preselected locus in a mammal. Also disclosed is a method for preparing 
the terminally sterilized device of the invention. 
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Novel methods for repairing a defect in mammalian nonarticular cartilage 

tissue or ligaments using an osteogenic protein in a 

biocompatible, bioresorbable carrier 

AAY92441 protein DGENE 

Generic Sequence 10 contains generic sequence 9 and an N-terminal 
extension. Generic sequence 9 is a composite amino acid sequence of the 
following proteins: human OP-1 to -3, human BMP-2 to 



-6, -9 to -11, Drosophila 60A, Xenopus Vg-1, sea urchin UNIVIN, human 
CDMP-1 to -3, human and mouse GDF-1, chicken DORSALIN, DPP, Drosophila 
Screw, mouse NODAL, mouse GDF-8 to -11, human GDF-8, -11, human 
BMP-15 and rat BMPSb. The specification concerns a novel method 
for repairing a defect in a non-articular cartilage tissue or a ligament 
of a mammal, which comprises providing an osteogenic protein in a 
biocompatible, bioresorbable carrier to the 

defect locus to induce the formation of functional replacement cartilage. 
The methods and implants, promote chondrogenesis and are useful for 
repairing or correcting a defect in a non-articular cartilage tissue or a 
ligament of a mammal, e.g. cleft larynx, oedema of the glottis, 
ulceration of the larynx caused by syphilis, tuberculosis or malignancy, 
defects resulting from mechanical trauma to the larynx or trachea 
(including tracheotomy and laryngotomy) , laryngeal cancer, and defects of 
the ear, nose, ribs, invertebral discs, and interarticular menisci. 
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Novel methods for repairing a defect in mammalian nonarticular cartilage 

tissue or ligaments using an osteogenic protein in a 

biocompatible, bioresorbable carrier 

AAY92440 protein DGENE 

Generic Sequence 9 is a composite amino acid sequence of the following 
proteins: human OP-1 to -3, human BMP -2 to -6, -9 to 

-11, Drosophila 60A, Xenopus Vg-1, sea urchin UNIVIN, human CDMP-1 to -3, 

human and mouse GDF-1, chicken DORSALIN, DPP, Drosophila Screw, mouse 

NODAL, mouse GDF-8 to -11, human GDF-8, -11, human BMP-15 and 

rat BMP3b. The specification concerns a novel method for repairing a 

defect in a non-articular cartilage tissue or a ligament of a mammal, 

which comprises providing an osteogenic protein in a 

biocompatible, bioresorbable carrier to the 

defect locus to induce the formation of functional replacement cartilage. 
The methods and implants, promote chondrogenesis and are useful for 
repairing or correcting a defect in a non-articular cartilage tissue or a 
ligament of a mammal, e.g. cleft larynx, oedema of the glottis, 
ulceration of the larynx caused by syphilis, tuberculosis or malignancy, 
defects resulting from mechanical trauma to the larynx or trachea 
(including tracheotomy and laryngotomy) , laryngeal cancer, and defects of 
the ear, nose, ribs, invertebral discs, and interarticular menisci. 
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Novel methods for repairing a defect in mammalian nonarticular cartilage 

tissue or ligaments using an osteogenic protein in a 

biocompatible, bioresorbable carrier 

AAY9243 9 protein DGENE 

Generic Sequence 8 contains generic sequence 7 (AAY92438) , which 
accomodates the homologies shared among osteogenic protein family 
members, including OP-1, OP-2, OP-3, 

BMP-2 to -6, 60A, DPP, Vg-1, Vgr-1 and GDF, as well as an 
N-terminal addition of 5 residues. The specification concerns a novel 
method for repairing a defect in a non-articular cartilage tissue or a 
ligament of a mammal, which comprises providing an osteogenic protein in 
a biocompatible, bioresorbable carrier to 

the defect locus to induce the formation of functional replacement 
cartilage. The methods and implants, promote chondrogenesis and are 
useful for repairing or correcting a defect in a non-articular cartilage 
tissue or a ligament of a mammal, e.g. cleft larynx, oedema of the 
glottis, ulceration of the larynx caused by syphilis, tuberculosis or 
malignancy, defects resulting from mechanical trauma to the larynx or 
trachea (including tracheotomy and laryngotomy) , laryngeal cancer, and 
defects of the ear, nose, ribs, invertebral discs, and interarticular 
menisci . 
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Novel methods for repairing a defect in mammalian 
nonarticular cartilage tissue or ligaments using an 
osteogenic protein in a biocompatible, 
bioresorbable carrier 
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TI Novel methods for repairing a defect in mammalian nonarticular cartilage 

tissue or ligaments using an osteogenic protein in a 

biocompatible, bioresorbable carrier 
AN AAY9243 8 protein DGENE 

AB Generic Sequence 7 accomodates the homologies shared among osteogenic 
protein family members, including OP-1, OP-2, 
OP-3, BMP-2 to -6, 60A, DPP, Vg-1, Vgr-1 and GDF. The 
specification concerns a novel method for repairing a defect in a 
non-articular cartilage tissue or a ligament of a mammal, which comprises 
providing an osteogenic protein in a biocompatible, 
bioresorbable carrier to the defect locus to induce the 

formation of functional replacement cartilage. The methods and implants, 
promote chondrogenesis and are useful for repairing or correcting a 
defect in a non-articular cartilage tissue or a ligament of a mammal, 
e.g. cleft larynx, oedema of the glottis, ulceration of the larynx caused 
by syphilis, tuberculosis or malignancy, defects resulting from 
mechanical trauma to the larynx or trachea (including tracheotomy and 
laryngotomy), laryngeal cancer, and defects of the ear, nose, ribs, 
invertebral discs, and interarticular menisci. 
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TI Novel methods for repairing a defect in mammalian nonarticular cartilage 

tissue or ligaments using an osteogenic protein in a biocompatible 

, bioresorbable carrier. 
AN 2000-317644 [27] WPIDS 
CR 2000-317706 [27] 
AB WO 200020021 A UPAB : 20041026 

NOVELTY - Repairing a defect in a nonarticular cartilage tissue or a 

ligament of a mammal, comprising providing an osteogenic protein in a 

biocompatible, bioresorbable carrier to the 

defect locus, inducing the formation of functional replacement cartilage, 
is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the 
following: 

(1) an implantable device for repairing a defect in a nonarticular 
cartilage tissue comprising an osteogenic protein disposed in a 
devitalized cartilage, a collagen carrier, or a 
carboxymethylcellulose carrier; and 

(2) promoting chondrogenesis at a defect locus in a mammal comprising 
providing an osteogenic protein in a devitalized cartilage carrier 

that is configured to fit into the defect locus. 
ACTIVITY - Osteogenic; chondrogenic . 

MECHANISM OF ACTION - Osteopathic stimulating implant; 
transplantation. 

USE - The methods and implants are useful for repairing or correcting 
a defect in a nonarticular cartilage tissue or a ligament of a mammal, 
e.g. cleft larynx, edema of the glottis, ulceration of the larynx caused 
by syphilis, tuberculosis or malignancy, defects resulting from mechanical 
trauma to the larynx or trachea (including tracheotomy and laryngotomy) , 
laryngeal cancer, and defects of the ear, nose, ribs, invertebral discs, 
and interarticular menisci. 
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L8 ANSWER 1 OF 6 USPATFULL on STN 

TI Repair of larymc, trachea, and other fibrocartilaginous tissues 

AB Provided herein are methods and devices for inducing the formation of 

functional replacement nonarticular cartilage 

tissues and ligament tissues. These methods and devices involve the use 
of osteogenic proteins, and are useful in repairing defects in the 
larynx, trachea, interarticular menisci, intervertebral discs, ear, 
nose, ribs and other fibrocartilaginous tissues in a mammal. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
ACCESSION NUMBER: 2001:165613 USPATFULL 

TITLE: Repair of larynx, trachea, and other fibrocartilaginous 

tissues 

INVENTOR (S) : Vukicevic, Slobodan, Zagreb, Croatia 

Katie, Vladimir, Zagreb, Croatia 
Sampath, Kuber T., Holliston, MA, United States 

PATENT ASSIGNEE (S) : Creative BioMolecules , Inc. (non-U. S. corporation) 

NUMBER KIND DATE 



PATENT INFORMATION: US 2001024823 Al 20010927 

APPLICATION INFO.: US 2001-828607 Al 20010406 (9) 

RELATED APPLN. INFO.: Continuation of Ser. No. WO 1999-US17222 , filed on 30 

Jul 1999, UNKNOWN 

NUMBER DATE 



PRIORITY INFORMATION: US 1998-103161P 19981006 (60) 
DOCUMENT TYPE: Utility 
FILE SEGMENT: APPLICATION 

LEGAL REPRESENTATIVE: FISH & NEAVE , 1251 AVENUE OF THE AMERICAS, 50TH FLOOR, 

NEW YORK, NY, 10020-1105 
NUMBER OF CLAIMS: 56 
EXEMPLARY CLAIM: 1 
LINE COUNT: 185 9 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L8 ANSWER 2 OF 6 DGENE COPYRIGHT 2004 The Thomson Corp on STN 
TI Novel methods for repairing a defect in mammalian nonarticular 

cartilage tissue or ligaments using an osteogenic protein in a 

biocompatible, bioresorbable carrier 
AN AAY92441 protein DGENE 

AB Generic Sequence 10 contains generic sequence 9 and an N-terminal 

extension. Generic sequence 9 is a composite amino acid sequence of the 
following proteins: human OP-1 to -3, human BMP-2 to 

-6, -9 to -11, Drosophila 60A, Xenopus Vg-1, sea urchin UNIVIN, human 

CDMP-1 to -3, human and mouse GDF-1, chicken DORSALIN, DPP, Drosophila 

Screw, mouse NODAL, mouse GDF-8 to -11, human GDF-8, -11, human 

BMP- 15 and rat BMP3b. The specification concerns a novel method 

for repairing a defect in a non-articular cartilage tissue or a ligament 

of a mammal, which comprises providing an osteogenic protein in a 

biocompatible, bioresorbable carrier to the 

defect locus to induce the formation of functional replacement cartilage. 
The methods and implants, promote chondrogenesis and are useful for 
repairing or correcting a defect in a non-articular cartilage tissue or a 
ligament of a mammal, e.g. cleft larynx, oedema of the glottis, 
ulceration of the larynx caused by syphilis, tuberculosis or malignancy, 
defects resulting from mechanical trauma to the larynx or trachea 
(including tracheotomy and laryngotomy) , laryngeal cancer, and defects of 
the ear, nose, ribs, invertebral discs, and interarticular menisci. 
ACCESSION NUMBER: AAY924 41 protein DGENE 

TITLE: Novel methods for repairing a defect in mammalian 



INVENTOR : 
PATENT ASSIGNEE: 
PATENT INFO: 
APPLICATION INFO: 
PRIORITY INFO: 
DOCUMENT TYPE: 
LANGUAGE : 
OTHER SOURCE: 
DESCRIPTION: 



nonarticular cartilage tissue or ligaments 
using an osteogenic protein in a biocompatible, 
bioresorbable carrier 

Vukicevic S; Katie V; Sampath K T 
(STYC) STRYKER CORP. 

WO 2000020021 Al 20000413 65p 

WO 1999-US17222 19990730 

US 1998-103161 19981006 

Patent 

English 

2000-317644 [27] 

Generic sequence 10, derived from osteogenic protein family 
members , 



L8 ANSWER 3 OF 6 DGENE COPYRIGHT 2 004 The Thomson Corp on STN 
TI Novel methods for repairing a defect in mammalian nonarticular 

cartilage tissue or ligaments using an osteogenic protein in a 

biocompatible, bioresorbable carrier 
AN AAY92440 protein DGENE 

AB Generic Sequence 9 is a composite amino acid sequence of the following 
proteins: human OP-1 to -3, human BMP -2 to -6, -9 to 

-11, Drosophila 60A, Xenopus Vg-1, sea urchin UNIVIN, human CDMP-1 to -3, 

human and mouse GDF-1, chicken DORSALIN, DPP, Drosophila Screw, mouse 

NODAL, mouse GDF-8 to -11, human GDF-8, -11, human BMP-15 and 

rat BiyiP3b. The specification concerns a novel method for repairing a 

defect in a non-articular cartilage tissue or a ligament of a mammal, 

which comprises providing an osteogenic protein in a 

biocompatible, bioresorbable carrier to the 

defect locus to induce the formation of functional replacement cartilage^ 
The methods and implants, promote chondrogenesis and are useful for 
repairing or correcting a defect in a non-articular cartilage tissue or a 
ligament of a mammal, e.g. cleft larynx, oedema of the glottis, 
ulceration of the larynx caused by syphilis, tuberculosis or malignancy, 
defects resulting from mechanical trauma to the larynx or trachea 
(including tracheotomy and laryngotomy) , laryngeal cancer, and defects of 
the ear, nose, ribs, invertebral discs, and interarticular menisci. 
ACCESSION NUMBER: AAY9244 0 protein DGENE 

TITLE: Novel methods for repairing a defect in mammalian 

nonarticular cartilage tissue or ligaments 
using an osteogenic protein in a biocompatible, 
bioresorbable carrier 

INVENTOR: Vukicevic S; Katie V; Sampath K T 

PATENT ASSIGNEE: (STYC) STRYKER CORP. 

PATENT INFO: WO 2000020021 Al 20000413 65p 

APPLICATION INFO: WO 1999-US17222 19990730 

PRIORITY INFO: US 1998-103161 19981006 

DOCUMENT TYPE: Patent 

LANGUAGE: English 

OTHER SOURCE: 2000-317644 [27] 

DESCRIPTION: Generic sequence 9, derived from osteogenic protein family 

members . 



L8 ANSWER 4 OF 6 DGENE COPYRIGHT 2 004 The Thomson Corp on STN 
TI Novel methods for repairing a defect in mammalian nonarticular 

cartilage tissue or ligaments using an osteogenic protein in a 

biocompatible, bioresorbable carrier 
AN AAY92439 protein DGENE 

AB Generic Sequence 8 contains generic sequence 7 (AAY9243 8) , which 
accomodates the homologies shared among osteogenic protein family- 
members, including OP-1, OP-2, OP- 3, 

BMP-2 to -6, 60A, DPP, Vg-1, Vgr-1 and GDF, as well as an 
N-terminal addition of 5 residues. The specification concerns a novel 
method for repairing a defect in a non-articular cartilage tissue or a 
ligament of a mammal, which comprises providing an osteogenic protein in 



a biocompatible, bioresorbable carrier to 

the defect locus to induce the formation of functional replacement 
cartilage. The methods and implants, promote chondrogenesis and are 
useful for repairing or correcting a defect in a non-articular cartilage 
tissue or a ligament of a mammal, e.g. cleft larynx, oedema of the 
glottis, ulceration of the larynx caused by syphilis, tuberculosis or 
malignancy, defects resulting from mechanical trauma to the larynx or 
trachea (including tracheotomy and laryngotomy) , laryngeal cancer, and 
defects of the ear, nose, ribs, invertebral discs, and interarticular 
menisci . 

AAY92439 protein DGENE 

Novel methods for repairing a defect in mammalian 
nonarticular cartilage tissue or ligaments 
using an osteogenic protein in a biocompatible, 
bioresorbable carrier 

Vukicevic S; Katie V; Sampath K T 
(STYC) STRYKER CORP. 

WO 2000020021 Al 20000413 65p 

19990730 
19981006 
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ANSWER 5 OF 6 DGENE COPYRIGHT 2 004 The Thomson Corp on STN 
Novel methods for repairing a defect in mammalian nonarticular 
cartilage tissue or ligaments using an osteogenic protein in a 
biocompatible, bioresorbable carrier 
AAY9243 8 protein DGENE 

Generic Sequence 7 accomodates the homologies shared among osteogenic 

protein family members, including OP-1, OP-2, 

OP-3, BMP-2 to -6, 60A, DPP, Vg-1, Vgr-1 and GDF. The 

specification concerns a novel method for repairing a defect in a 

non-articular cartilage tissue or a ligament of a mammal, which comprises 

providing an osteogenic protein in a biocompatible, 

bioresorbable carrier to the defect locus to induce the 

formation of functional replacement cartilage. The methods and implants, 
promote chondrogenesis and are useful for repairing or correcting a 
defect in a non-articular cartilage tissue or a ligament of a mammal, 
e.g. cleft larynx, oedema of the glottis, ulceration of the larynx caused 
by syphilis, tuberculosis or malignancy, defects resulting from 
mechanical trauma to the larynx or trachea (including tracheotomy and 
laryngotomy) , laryngeal cancer, and defects of the ear, nose, ribs, 
invertebral discs, and interarticular menisci. 

AAY9243 8 protein DGENE 

Novel methods for repairing a defect in mammalian 
nonarticular cartilage tissue or ligaments 
using an osteogenic protein in a biocompatible, 
bioresorbable carrier 

Vukicevic S; Katie V; Sampath K T 
(STYC) STRYKER CORP. 
WO 2000020021 Al 20000413 
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L8 ANSWER 6 OF 6 WPIDS COPYRIGHT 2 004 THE THOMSON CORP on STN 
TI Novel methods for repairing a defect in mammalian nonarticular 



AN 
CR 
AB 



cartilage tissue or ligaments using an osteogenic protein in a 
biocompatible, bioresorbable carrier, 

2000-317644 [27] WPIDS 

2000-317706 [27] 

WO 200020021 A UPAB : 20041026 

NOVELTY - Repairing a defect in a nonarticular cartilage 

tissue or a ligament of a mammal, comprising providing an osteogenic 

protein in a biocompatible, bioresorbable 

carrier to the defect locus, inducing the formation of functional 
replacement cartilage, is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the 
following: 

(1) an implantable device for repairing a defect in a 
nonarticular cartilage tissue comprising an osteogenic 
protein disposed in a devitalized cartilage, a collagen carrier, 
or a carboxymethylcellulose carrier; and 

(2) promoting chondrogenesis at a defect locus in a mammal comprising 
providing an osteogenic protein in a devitalized cartilage carrier 

that is configured to fit into the defect locus. 
ACTIVITY - Osteogenic; chondrogenic . 

MECHANISM OF ACTION - Osteopathic stimulating implant; 
transplantation . 

USE - The methods and implants are useful for repairing or correcting 
a defect in a nonarticular cartilage tissue or a 

ligament of a mammal, e.g. cleft larynx, edema of the glottis, ulceration 
of the larynx caused by syphilis, tuberculosis or malignancy, defects 
resulting from mechanical trauma to the larynx or trachea (including 
tracheotomy and laryngotomy) , laryngeal cancer, and defects of the ear, 
nose, ribs, invertebral discs, and interarticular menisci. 
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